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DETAILED ACTION 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 

37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 
1 . 1 7(e) has been timely paid, the finality of the previous Office action has been 
withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 6/1 5/07 has been 
entered. 



2. Claims 1-34, 37-61 , 63-74, and 82-127 are pending and are being acted upon in this 
Office Action. 

3. The preliminary supplemental amendment filed on 8/31/07 was not entered because entry 
of the amendment would unduly interfere with the preparation of the Office action. See 
37 CFR 1 . 1 1 5(b)(2). The examiner spent a significant amount of time on the preparation 
of an Office action before the preliminary amendment was received. On the date of 
receipt of the amendment, the examiner had completed the Drafting of the Office Action. 

Furthermore, entry of the preliminary amendment would require significant 
additional time on the preparation of the Office action. Specifically, entry of the 
preliminary amendment would require the examiner to revise the Office Action 
Extensively to address the new issue in the preliminary amendment. A responsive reply 
(under 37 CFR 1 . 1 1 1 or 37 CFR 1 . 1 1 3 as appropriate) to this Office action must be 
timely filed to avoid abandonment. If this is not a final Office action, applicant may wish 
to resubmit the amendment along with a responsive reply under 37 CFR 1.1 1 1 to ensure 
proper entry of the amendment. 

4. Claims 14, 29, 49, 52-53, 63, 64, 92, 104, 1 17 and 122 are objected to because the plural 
"mixtures thereof should have been singular "a mixture thereof. 

5. Claim 6 is objected to because the phrase "wherein expressing a variable domain of the 
antibody or antigen binding fragment comprising at least one modified FR in a host cell 
comprises expressing a polynucleotide encoding the variable domain comprising at least 
one modified FR" is not concise. It is suggested that claim 6 be amended to recite "The 
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method of claim 1, wherein the host cell comprises a polynucleotide encoding said 
variable domain comprising at least one modified FR." 

6. Claim 8 is objected to because the phrase "wherein the polynucleotide is comprised 
within an expression vector" could have been changed for a better phrase to reflect the 
claimed invention. For example, "wherein the host cell comprises an expression vector". 

7. Claim 25 is objected to because "A method for preparing . . . antigen binding fragment. . ." 
is missing the article "an", for example "A method for preparing ...an antigen binding 
fragment. . .". Further, the terms "FR", "HVR1" and "HVR2" at lines 4 and 5 that appear 
for the first time in an independent claim should have been spelled out, i.e., "framework 
region (FR)", "hypervariable region 1 (HVR1)" and "hypervariable region 2 (HVR2)", 
respectively. , , 

8. Claim 33 is objected to because the phrase "wherein expressing comprises: 
expressing an expression vector comprising a polynucleotide encoding a variable domain 
comprising the HVR1 and/or HVR2 of the non-human antibody, and the selected FR" 
should have been "wherein the host cell comprises an expression vector comprising a 
polynucleotide encoding a variable domain comprising the HVR1 and/or HVR2 of the 
non-human antibody, and the selected FR". 

9. Claim 44 is objected to because the phrase "wherein expressing comprises expressing an 
expression vector comprising a first polynucleotide that encodes a variable domain 
comprising the HVR1 and/or HVR2 amino acid sequence of the antibody or antigen 
binding fragment and at least one modified FR" should have been "wherein the host cell 
comprising an expression vector comprising a first polynucleotide that encodes a variable 
domain comprising the HVR1 and/or HVR2 amino acid sequence of the antibody or 
antigen binding fragment and at least one modified FR". 

10. Claim 50 is objected to because "A method for preparing ... antigen binding fragment..." 
is missing the article "an", for example "A method for preparing ...an antigen binding 
fragment. . .". Further, the terms "HVR1" and "HVR2" at line 7 that appear for the first 
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time in an independent claim should have been spelled out, i.e., "hypervariable region 1 
(HVR1)" and "hypervariable region 2 (HVR2)", respectively. 

1 1 . Claim 60 is objected to because "wherein the step of expressing comprises expressing an 
expression vector comprising a first polynucleotide that encodes the modified variable 
domain sequence with an amino acid substitution in at least one of the amino acids 
proximal to a cys residue, wherein at least one amino acid is substituted with the amino 
acid at the corresponding position in the selected subgroup consensus sequence." should 
have been "wherein the host cell comprising an expression vector comprising a first 
polynucleotide that encodes said modified variable domain sequence with an amino acid 
substitution in at least one of the amino acids proximal to a cys residue, wherein at least 
one amino acid is substituted with the amino acid at the corresponding position in the 
selected subgroup consensus sequence." 

12. Claims 67 and 68 are objected to because it is the word "unmodified" is missing in 
"compared to the antibody or antigen binding fragment" in said claims at line 3. 

13. Claim 82 is objected to because the terms "FR" at line 4, "HVR1" and "HVR2" at line 7 
that appear for the first time in an independent claim should have been spelled out, i.e., 
"framework region", "hypervariable region 1 (HVR1)" and "hypervariable region 2 
(HVR2)", respectively. 

14. Claim 83 is objected to because the second "is" at line 2 is not necessary and is best to be 
deleted. 

15. Claim 87 is objected to because "wherein expressing comprises expressing an expression 
vector comprising a first polynucleotide that encodes the variable domain comprising the 
HVR1 and/or HVR2 amino acid sequence and the modified FR" should have been 
"wherein the host cell comprises an expression vector comprising a first polynucleotide 
that encodes the variable domain comprising the HVR1 and/or HVR2 amino acid 
sequence and the modified FR". 
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16. Claim 101 is objected to because "wherein the polynucleotide molecule is comprised 
within an expression vector that comprises a polynucleotide molecule encoding the 
modified variable domain and at least one constant region domain operably linked to a 
promoter, a heat stable enterotoxin sequence that can direct secretion to the periplasm, 
and a terminator sequence" should have been "wherein the host cell . comprising an 
expression vector that comprises a polynucleotide molecule encoding the modified 
variable domain and at least one constant region domain operably linked to a promoter, a 
heat stable enterotoxin sequence that can direct secretion to the periplasm, and a 
terminator sequence". 

17. Claim 1 18 is objected to because "SEQ. ID NO: 1" should have been "SEQ ID NO: 1". 

18. Claims 19-21, 42, 43, 52-54, 56-57, 63-64, 122, 123 and 124 are objected to under 37 
CFR 1 .82 1 (d) because SEQ ID NO: is required. 

19. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

20. Claims 1-34, 37-61, 63-74, and 82-127 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

The term "in high yield" in claim 1 is ambiguous and indefinite because the term 
"high yield" is a relative term. It is not clear to one of ordinary skilled in the art the 
metes and bound of the claimed invention. 

The method steps in claim 1 are not in chronological order and not in active tense 
because of the wherein clause. It is suggested that claim 1 be amended to recite a method 
for improving the yield of antibody or antigen binding fragment thereof from a host cell, 
comprising the steps of: a) aligning the hyperyariable region (HVRl)...b) selecting a 
human subgroup variable consensus sequence... c) identifying at least one amino acid 
position... d) substituting the amino acid at the corresponding position... e) expressing the 
antibody or antigen binding fragment comprising the variable domain comprising at least 
one modified framework region (FR) in the host cell, and f) recovering the antibody or 
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the antigen binding fragment thereof from the host .cell, for example. This rejection 
applies equally to claims 25, 38, 39, 50, 71, 82, 96 and 100. 

Claims 39 and 104 are incomplete for failing to achieve the goal set forth in the 
preamble. The missing steps are: expressing the modified framework region (FR) in the 
host cell, and recovering the antibody or the antigen binding fragment thereof from the 
host cell. 

Claim 74 is incomplete because it is not clear the step of expressing said antibody 
or antibody fragment from i.e. host cell in vitro or in vivo. 

Claims 19-21, 42, 43, 52-54, 56-57, 63-64, 122, 123 and 124 are ambiguous and 
indefinite because the reference sequence with sequence identifier (SEQ ID NO) for the 
stated positions to be substituted or modified is needed for said claims. 

The remaining claims are rejected for depending from an indefinite claim. 

2 1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in a patent granted on an application for patent by another filed in the 
United States before the invention thereof by the applicant for patent, or on an international application 
by another who has fulfilled the requirements of paragraphs (1), (2), and (4) of section 371(c) of this 
title before the invention thereof by the applicant for patent. 

22. The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act of 1999 
(AIPA) and the Intellectual Property and High Technology Technical Amendments Act 
of 2002 do not apply when the reference is a U.S. patent resulting directly or indirectly 
from an international application filed before November 29, 2000. Therefore, the prior art 
date of the reference is determined under 35 U.S.C. 102(e) prior to the amendment by the 
AIPA (pre-AIPA 35 U.S.C. 102(e)). 

23. Claims 25-3 1, 33, 36 and 37 are rejected under 35 U.S.C. 102(e) as being anticipated by 
US Pat No 6,884,879 (filed August 6, 1997; PTO 892). 

The applied reference has a common assignee with the instant application. Based 
upon the earlier effective U.S. filing date of the reference, it constitutes prior art under 35 
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U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome either by a 
showing under 37 CFR 1.132 that any invention disclosed but not claimed in the 
reference was derived from the inventor of this application and is thus not the invention 
"by another," or by an appropriate showing under 37 CFR 1.131. 

The claims are interpreted as a method of preparing a humanized antibody or 
antigen binding fragment by expressing said humanized antibody or antigen binding 
fragment thereof in host cell and recovering the humanized antibody or antigen binding 
fragment thereof from the host cell. This is because the wherein clause in the 
independent claims 25 and 71 is not an active step; the reference non-human antibody 
inherently has amino acid substitutions in the framework, HVR1 and/or HVR2 from 
human consensus sequences to form a humanized antibody or a binding fragment thereof. 

The 6 879 patent teaches a method of preparing a humanized antibody or antigen 
binding fragment thereof wherein said antibody or antigen binding fragment thereof has 
the HVR1 amino acid sequence of GYTFTYGIN (reference SEQ ID NO: 1 10) or 
GYDFTHYGMN (reference SEQ ID NO: 128) which are identical to the claimed SEQ 
ID NO: 14 and SEQ ID NO: 18, respectively. The reference method for preparing 
humanized anti-VEGF antibody or antigen binding thereof by expressing said antibody 
having or antigen binding fragment thereof in host cell such as prokaryote E coli or 
mammalian host cell such as VERO or CHO cell (see col. 25 lines 126 through col. 26, in 
particular) and recovering said antibody or antigen binding fragment thereof (see col. 27, 
lines 35-61, in particular). The reference variable heavy chain framework (FR) sequence 
of the non-human monoclonal antibody has amino acids substitution from the human 
consensus sequence subgroup III (see col. 14, lines 34-67 through col. 15, lines 1-2, 
sequence alignment in Figure 1A, in particular). The reference variable light chain 
framework (FR) sequence of the non-human monoclonal antibody has amino acids 
substitution from the human consensus sequence subgroup I (see col. 15, lines 28-44, 
sequence alignment in Figure IB, in particular). Thus the reference teachings anticipate 
the claimed invention. 

24. Claims 25-31, 33, 36-37 and 71-73 are rejected under 35 U.S.C. 102(b) as being 
anticipated by WO 98/45331 publication (published Oct 1998; PTO 1449). 

The claims are interpreted as a method of preparing a humanized antibody or 
antigen binding fragment by expressing said humanized antibody or antigen binding 
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fragment thereof in host cell and recovering the humanized antibody or antigen binding 
fragment thereof from the host cell. This is because the wherein clause in the 
independent claims 25 and 71 is not an active step; the reference non-human antibody 
inherently has amino acid substitutions in the framework, HVR1 and/or HVR2 from 
human consensus sequences to form a humanized antibody or binding fragment thereof. 

The WO 98/45331 publication teaches a method for preparing humanized 
antibody or antigen binding fragment thereof by expressing the humanized antibody or 
antigen binding fragment comprising the variable domain in host cell and recovering the 
reference humanized antibody (see entire document, abstract, page 25-26, page 37, in 
particular). The reference furthers the antibody variable domain cysteine residues not 
involved in maintaining the proper conformation of the humanized or variants thereof 
may also be substituted to improve oxidative stability and prevent aberrant crosslinking, 
see page 28, in particular). The reference method for preparing humanized anti-VEGF 
antibody or antigen binding thereof by expressing said antibody having or antigen 
binding fragment thereof in host cell such as prokaryote E coli or mammalian host cell 
such as VERO or CHO cell (see page 37, in particular) and recovering said antibody or 
antigen binding fragment thereof (see col. 38, in particular). The reference variable 
heavy chain framework (FR) sequence of the non-human monoclonal antibody has amino 
acids substitution from the human consensus sequence subgroup III (see page 61, in 
particular). The reference variable light chain framework (FR) sequence of the non- 
human monoclonal antibody has amino acids substitution from the human consensus 
sequence subgroup I (see page 61-63 in particular). The reference humanized antibody or 
antigen binding fragment thereof wherein said antibody or antigen binding fragment 
thereof has the GYDFTHYGMN (see page 74, Y0243-1, reference SEQ ID NO: 86) 
which is identical to the claimed SEQ ID NO: 18. Thus the reference teachings anticipate 
the claimed invention. 

25. No claim is allowed. 

26. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Phuong Huynh, PhD whose telephone number is (571) 
272-0846. The examiner can normally be reached Monday through Thursday from 9:00 
a.m. to 6:30 p.m. and alternate Friday from 9: 00 a.m. to 5:30 p.m. A message may be 
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left on the examiner's voice mail service. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Christina Chan can be reached on (571) 272- 
0841. The IFW official Fax number is (571) 273-8300. 

27. Any information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 

/Phuong Huynh/ 
Patent Examiner 
Technology Center 1600 
August 31, 2007 



